Berthold Koletzko
Universitats-Kinderklinik 0-4000 Dusseldorf, FRG. Humans consume l a r g e amounts o f TFA due t o t h e extensive use of hydrogenated f a t s i n food production. TFA consumption 1s considered safe f o r man, but side e f f e c t s including impaired synthesis o f LCP (20 8 22 carbons) have been observed i n animal studies. We have previously documented materno-fetal t r a n s f e r of TFA i n humans. Therefore, we looked f o r possible e f f e c t s o f TFA on LCP status during e a r l y l i f e , when LCP modulate t i s s u e growth and development. Methods: Blood plasma samples were obtained i n 29 c l i n i c a l l y w e l l t u r e i n f a n t s (gest. age 34.0+1.8 wks., birthwt. 1694+173 g, M+SD) p r i o r t o feeding i n t h e morning o f day 3 post partum, when miTk intake was s t i l l very low. No i n f a n t had received f a t infusions. Fatty acids i n l i p i d classes were determined by high-resolution gas-1 iquid-chromatography. Results : Both t o t a l TFA and e l a i d i c acid (18:lt), the main d i e t a r y TFA, were inversely correlated t o LCP i n plasma l i p i d s .
I n t r i g l y c e r i d e s , l i n e a r c o r r e l a t i o n c o e f f i c i e n t s ( r ) f o r 18:lt were s i g n i f i c a n t (P<0. 
A subgroup o f autoimmune type chronic a c t i v e h e p a t i t i s (AI-CAH) i s associated w i t h LKM-1 autoantibodies. They are directed against Cytochrome P450 d b l and i n h i b i t i t s f u n c t i o n i n v i t r o . We observed LKM-1 p o s i t i v e AI-CAH and c o l i t i s i n a 13 y e m i r i .
L i v e r disease responded w e l l t o corticosteroids. Father, mother, brother, the p a t i e n t and her i d e n t i c a l t w i n s i s t e r were investigated f o r HLA class 1-111 phenotypes, auto-antibodies, v i t r o i n h i b i t i o n o f P450 dbl, and i n vivo phenotype f o r drug metabolism (sparteine) mediated by t m z y m e . Both twins had the autoimmune HLA haplotype Al, 68, DR3, C4A-00. While the mother i s a homozygous extensive metabolizer (EM) (metabolic r a t i o 0.33), t h e f a t h e r i s a homozygous poor metabolizer (MR 65.25 ) and a l l c h i l d r e n are heterozygote EM (MR 1.01, 0.99 8 1.76). Only the index p a t i e n t had signs o f l i v e r disease and was p o s i t i v e f o r LKM-1 antibodies, and only her serum i n h i b i t e d P450 d b l catalysed oxidation o f sparteine i n v i t r o up t o 90 %. Conclusion: We describe f o r t h e f i r s t t i m e u r e n c e o f LKM-1 p o s i t i v e AI-CAH i n a p a i r o f i d e n t i c a l twins, who were discordant f o r the disease. Since both twins are o f the EM metabolizer type, 1.e. express f u n c t i o n a l l y i n t a c t P450 dbl, and share the autoimmune HLA haplotype, we conclude t h a t environmental f a c t o r s t r i g g e r the manifestation o f t h i s autoimmune l i v e r disease. Enhanced synthesis o f ~r o s t a g l a n d i n s l P~s l has been reported i n coeliac d i s k r e I C D~ an; a possible involvement of these substances i n the pathogenesis of diarrhoea i n coeliac patients has been supposed. The aim o f our study was t o evaluate Prostaglandin E2 IPGE2) and 6-Ketoprostagland~n F1.( 16-Keto-PGflql synthesis i n s n a l l i n t e s t i n a l mucosa cf three groups o f patients: croup A, consisting of 11 children w i t h actlve CD and t o t a l o r subtotal ~UCOSII atrophy, group B consisting of 1 children on a gluten free o i e t for a t least I year w i t h m i l d v i l l o u s atrophy o r normal i n t e s t i n a l mucosa, group C Icontrc!l o f 6 non-coeliac patlents r l t h nornal i n t e s t i n a l @ucosa.Only 6 children f r o 8 group A had chronic diarrhoea while children fron group B were asynptonatic. Children f r o n group C suffered f r o n f a i l u r e t o thrive; r e e x c l u d e d f r o n t h i s group children who shared diarrhoea. The amounts of PGs generated by i n t e s t i n a l mucosa were measured by a standard nethod, using a RIA system. I n group A PGE2 generation Mas significantly higher i2C52 f 101, Rean ! SE) than i n group C 1603 f 110) ip(0.0031. Children from group A with chronic diarrhoea and those without t h i s symptom both shored s i g n i f i c a n t higher P6E2 generation 12569 ! 681, 1131 f Ill, r e s p e c t~v e l y ) than group C (~(0.021. I n group 8 PGH generation Mas higher 11632 ? 5671 but not s i g n i f i c a n t l y different fron group C. 6-Keto-PGFlq generation although higher i n group A and B than C d i d n o t sbor an! s t a t i s t i c a l l y significant variation. Our r e s u l t s indicate t h a t PGEZ generation i n CO 1s nct always related t o the presence of diarrhoea. Elevated PGs levels i n ~n t e s t i n a l nucosa i n CO may be due t o both enhanced synthesis and decreased degradation. Alternatively, as hypothesized by Branski I J Pediatr Gastroenterol Nutr 3,672,19841, i t :culd be the expression o f an tdaptatlue nechanlsm. This l a t t e r hypothesis could e r p l a i s our r e s u l t s of high PGE2 levels i n asyntonatic coeliac children on a gluten free d i e t . ravbe 1s Pecessary a long period of d i e t before t o cease t h i s adaptative mechanisn. 
